ADY-001B 



SEQUENCE LISTING 

<110> Brooks, Cydney C. 

<120> USE OF INSULIN RESPONSE MODULATORS IN THE 
TREATMENT OF DIABETES AND INSULIN RESISTANCE 

<130> ADY-001B 

<150> 60/406, 618 
<151> 2002-08-27 

<160> 3 

<170> FastSEQ for Windows Version 4.0 

<210> 1 
<211> 1025 
<212> PRT 

<213> Homo sapiens 



<400> 1 







XT J_ D 


r lie 


Th r- 


Asn 






Leu 


L3 _L i i 


Leu 


XT J_ KJ 


7\ T-rr 
niy 




Lvlfc: U 


T 1 p> 
lie 










-J 
























Glu 


Asn 


Ser 


Met 


Phe 


-L Li 


CI n 


<D-L Li 


r I U 




Val 


Val 




Leu 


Ala 


Jjy o 








20 




















_> u 






Glu 


Pro 


Cys 


Leu 


His 


Pro 


Leu 


Glu 


Pro 


Asp 


Glu 


Val 


Glu 


Tvr 


Glu 


Pro 






35 










40 










45 








Arg 


Gly 


Ser 


Arg 


Leu 


Leu 


Val 


Arg 


Gly 


Leu 


Gly 


Glu 


His 


Glu 


Met 


Glu 




50 










55 










60 










Glu 


Asp 


Glu 


Glu 


Asp 


Tyr 


Glu 


Ser 


Ser 


Ala 


Lys 


Leu 


Leu 


Gly 


Met 


Ser 


65 










70 










75 










80 


Phe 


Met 


Asn 


Arg 


Ser 


Ser 


Gly 


Leu 


Arg 


Asn 


Ser 


Ala 


Thr 


Gly 


Tyr 


Arg 










85 










90 










95 




Gin 


Ser 


Pro 


Asp 


Gly 


Ala 


Cys 


Ser 


Val 


Pro 


Ser 


Ala 


Arg 


Thr 


Met 


Val 








100 










105 










110 






Val 


Cys 


Ala 


Phe 


Val 


He 


Val 


Val 


Ala 


Val 


Ser 


Val 


He 


Met 


Val 


He 






115 










120 










125 








Tyr 


Leu 


Leu 


Pro 


Arg 


Cys 


Thr 


Phe 


Thr 


Lys 


Glu 


Gly 


Cys 


His 


Lys 


Lys 




130 










135 










140 










Asn 


Gin 


Ser 


He 


Gly 


Leu 


He 


Gin 


Pro 


Phe 


Ala 


Thr 


Asn 


Gly 


Lys 


Leu 


145 










150 










155 










160 


Phe 


Pro 


Trp 


Ala 


Gin 


He 


Arg 


Leu 


Pro 


Thr 


Ala 


Val 


Val 


Pro 


Leu 


Arg 










165 










170 










175 




Tyr 


Glu 


Leu 


Ser 


Leu 


His 


Pro 


Asn 


Leu 


Thr 


Ser 


Met 


Thr 


Phe 


Arg 


Gly 








180 










185 










190 






Ser 


Val 


Thr 


He 


Ser 


val 


Gin 


Ala 


Leu 


Gin 


Val 


Thr 


Trp 


Asn 


He 


He 






195 










200 










205 








Leu 


His 


Ser 


Thr 


Gly 


His 


Asn 


He 


Ser 


Arg 


Val 


Thr 


Phe 


Met 


Ser 


Ala 




210 










215 










220 










Val 


Ser 


Ser 


Gin 


Glu 


Lys 


Gin 


Ala 


Glu 


He 


Leu 


Glu 


Tyr 


Ala 


Tyr 


His 


225 










230 










235 










240 


Gly 


Gin 


lie 


Ala 


He 


Val 


Ala 


Pro 


Glu 


Ala 


Leu 


Leu 


Ala 


Gly 


His 


Asn 










245 










250 










255 




Tyr 


Thr 


Leu 


Lys 


He 


Glu 


Tyr 


Ser 


Ala 


Asn 


lie 


Ser 


Ser 


Ser 


Tyr 


Tyr 








260 










265 










270 






Gly 


Phe 


Tyr 


Gly 


Phe 


Ser 


Tyr 


Thr 


Asp 


Glu 


Ser 


Asn 


Glu 


Lys 


Lys 


Tyr 



1 



ADY-001B 







27 5 




Phe 


Ala 


Ala 


Thr 




290 






Cys 


Phe 


Asp 


Glu 


305 








Arg 


Asp 


Glu 


Gin 


Val 


Val 


Leu 


Asp 








340 


Lys 


Met 


Ser 


Thr 






"3 s ^ 
j j j 




Leu 


Ser 


Gin 


Asp 




O 1 u 






pi n 

\P X LI 


Ly s 


Tip 
lie 


pi v 

\j± y 


JOJ 








Leu 




Pho 
Jr 11 e 


r I lc 


Leu 


Asp 


Leu 


Val 








420 


T rn 

i rp 


pi \/ 

y 


Leu 


Leu 






4 ^ s 

4 o u 




Thr 


Ser 


Ser 


Met 




'-i _) 






>oX U. 


Leu 


rixcl 


nib 


4 £ R 








Asn 


nop 


Leu 


i rp 


Ser 


Leu 


Glu 


Lys 








500 


Asp 


/-il d 


Arg 


Jr ne 






J X sj 






Tl p 


C! ^ v 
O e X 


Q o v 




JjU 






A qn 


G -v~ 

Oe X. 


Leu 


Car 


S4 S 

J *i -J 








Thr 


i yx 


xie li 




His 


Asn 


His 


Ser 








580 


Php 
it lie 


Aon 
r\o LI 


pi n 


val 






5 95 




Thr 


Tro 


Thr 


Leu 




610 






Gly 


Ly s 


Glu 


Leu 


625 








Pro 


Glu 


lie 


Gin 


Ser 


Tvr 


Val 


Thr 








660 


Leu 


Leu 


Asp 


Lys 






675 




Trp 


Val 


Lys 


Val 




690 






Ala 


Asp 


Asp 


Asp 


705 








Tyr 


Val 


Leu 


Ser 



280 



Gin 


Phe 


Glu 


Pro 






2 95 




Pro 


Ala 


Phe 


Lys 




310 






T VT 


Thr 


Ala 


Leu 


325 








Asp 


Gly 


Leu 


Val 


Tyr 


Leu 


Val 


Ala 








360 


Val 


Z\ o n 


pi \/ 


Th r 

J. I1X 






375 




rzl n 


v ct x 


ni o 


i yr 




390 






ri 1 0 

W JL 1 1 


Asn 


i yr 


ITHe 


4 0 S 

T W 








ri J- cl 


Tl p 
X X e 




A em 


Thr 


Phe 


Arg 


Glu 








4 4 n 

'-t H \J 


ri J- cl 


Asp 


Arg 


Lys 






4 S R 
4 3 0 




"ox 1 1 


TP v-ri 

i rp 


Jr He 


PI \r 

biy 




4 7 0 






Leu 


Asn 


Pin 
bill 


PI \T 

<j± y 


4 R S 

4 O -J 








Tl A 

lie 


Jrlie 


Lys 


Pin 

kjxU 


Lys 


Thr 


Met 


Lys 








Ron 


Q o 
O e X 


Val 


PI n 


Qo -y 
Oe X 






535 




T\7 Y~ 

iyr 


lr I lc 


Lys 


PI \r 










pi n 

OX Li 


A on 


v dx 


Pho 


565 








T\/y- 

lyr 


Al a 
ri.X ct 


Q o r* 

OCX 


Tl p 

lie 


Thr 


Asn 


Gin 


Thr 








600 


Gin 


Lys 


Gly 


Phe 






Q X 




Phe 


lie 


Gin 


Gin 




630 






Pro 


Ser 


Asp 


Thr 


645 








Glu 


Gly 


Arg 


Asn 


Lys 


Ser 


Gly 


Val 








680 


Asn 


He 


Asn 


Met 






695 




Trp 


Glu 


Ala 


Leu 




710 






Asp 


Lys 


Asp 


Arg 



725 



Leu 


Ala 


Ala 


Arg 








300 


Ala 


Thr 


Phe 


He 






315 




Ser 


Asn 


Met 


Pro 




330 






Gin 


Asp 


Glu 


Phe 


34 5 








Phe 


He 


Val 


Gly 


Leu 


Val 


Ser 


He 








-J o u 


fll 3 

rAA. d 


Leu 


PI n 
ox u. 


Th r 

J. I1X 






J.7 J 




Cl ni 
ol U 


Tip 

lie 


PI n 
\j±. 1 1 


T \/r 

i yr 




41 n 

H X U 






Ph o 


pi n 

Ul u 


Al ^ 

/AX a 


Pi \/ 

o x y 


4 ? R 
H *J 








PI 11 
OX U 


Th t 
1 ill 


Leu 


Leu 


Leu 


Val 


Thr 


Lys 








4^0 


Asn 


Leu 


V Cl X 


Th r* 
x 1 lx 






4 7 S 




Ph o 
rile 


rtl d 


Th v 

1 iir 


Ph o 




ft y u 






Leu 


Q o v 

JCl 


Ser 


T\ / y~ 

iyr 


SOS 

J U J 








Lys 


Asp 


Ser 


Leu 


Ser 


Glu 


Gin 


He 








R4 n 


Q o r- 
Ocl 


Q o r* 

oer 


Leu 


Leu 






JJ J 




pi n 

ul 1 1 


n x o 


Al p\ 

ril cl 


V cl X 




57 0 






Gin 


Ser 




A dm 


585 








T.o 1 1 
Xie U- 


Ben 
no \~J 


Val 


Lys 


Pro 


Leu 


Val 


Thr 








620 


Glu 


Arg 


Phe 


Phe 






635 




Ser 


Tvr 
i yi 


Leu 


T rn 




650 






iyr 


Q o y 
oex 


Lys 


T\7 r~ 

iyr 


665 








He 


Asn 


Leu 


Thr 


Asn 


Gly 


Tyr 


Tyr 








700 


He 


His 


Gin 


Leu 






715 




Ala 


Asn 


Leu 


He 




730 







285 

Ser Ala Phe Pro 

He Lys lie lie 

320 

Lys Lys Ser Ser 
335 

Ser Glu Ser Val 
350 

Glu Met Lys Asn 
365 

Tyr Ala Val Pro 

Thr Val Lys Leu 
400 

Pro Leu Lys Lys 
415 

Ala Met Glu Asn 
430 

Tyr Asp Ser Asn 
445 

lie lie Ala His 

Met Lys Trp Trp 
480 

Met Glu Tyr Phe 
495 

Glu Asp Phe Leu 
510 

Asn Ser Ser His 
525 

Glu Glu Met Phe 

Leu Met Leu Lys 
560 

Val Leu Tyr Leu 
575 

Leu Trp Asp Ser 
590 

Arg Met Met Lys 
605 

Val Gin Lys Lys 

Leu Asn Met Lys 
640 

His lie Pro Leu 
655 

Gin Ser Val Ser 
670 

Glu Glu Val Leu 
685 

lie Val His Tyr 

Lys He Asn Pro 
720 

Asn Asn lie Phe 
735 



ADY-001B 



Glu Leu Ala Gly Leu Gly Lys Val Pro Leu Lys Arg Ala Phe Asp Leu 

740 745 750 

lie Asn Tyr Leu Gly Asn Glu Asn His Thr Ala Pro lie Thr Glu Ala 

755 760 765 

Leu Phe Gin Thr Asp Leu He Tyr Asn Leu Leu Glu Lys Leu Gly Tyr 

770 775 780 

Met Asp Leu Ala Ser Arg Leu Val Thr Arg Val Phe Lys Leu Leu Gin 
785 790 795 ' 800 

Asn Gin He Gin Gin Gin Thr Trp Thr Asp Glu Gly Thr Pro Ser Met 

805 810 ~ 815 

Arg Glu Leu Arg Ser Ala Leu Leu Glu Phe Ala Cys Thr His Asn Leu 

820 825 830 

Gly Asn Cys Ser Thr Thr Ala Met Lys Leu Phe Asp Asp Trp Met Ala 

835 840 845 

Ser Asn Gly Thr Gin Ser Leu Pro Thr Asp Val Met Thr Thr Val Phe 

850 855 860 j 

Lys Val Gly Ala Lys Thr Asp Lys Gly Trp Ser Phe Leu Leu Gly Lys 
865 870 875 880 

Tyr He Ser He Gly Ser Glu Ala Glu Lys Asn Lys He Leu Glu Ala 

885 890 895 

Leu Ala Ser Ser Glu Asp Val Arg Lys Leu Tyr Trp Leu Met Lys Ser 

900 ' 905 910 

Ser Leu Asn Gly Asp Asn Phe Arg Thr Gin Lys Leu Ser Phe He He 

915 920 925 

Arg Thr Val Gly Arg His Phe Pro Gly His Leu Leu Ala Trp Asp Phe 

930 935 940 

Val Lys Glu Asn Trp Asn Lys Leu Val Gin Lys Phe Pro Leu Gly Ser 
945 950 955 960 

Tyr Thr He Gin Asn He Val Ala Gly Ser Thr Tyr Leu Phe Ser Thr 

965 970 975 

Lys Thr His Leu Ser Glu Val Gin Ala Phe Phe Glu Asn Gin Ser Glu 

980 985 990 

Ala Thr Phe Arg Leu Arg Cys Val Gin Glu Ala Leu Glu Val He Gin 

995 1000 1005 

Leu Asn He Gin Trp Met Glu Lys Asn Leu Lys Ser Leu Thr Trp Trp 
1010 1015 1020 

Leu 
1025 



<210> 2 
<211> 1025 
<212> PRT 

<213> Rattus norvegicus 



<400> 2 



Met 


Glu 


Thr 


Phe 


Thr 


Asn 


Asp 


Arg 


Leu 


Gin 


Leu 


Pro 


Arg 


Asn 


Met 


He 


1 








5 










10 










15 




Glu 


Asn 


Ser 


Met 


Phe 


Glu 


Glu 


Glu 


Pro 


Asp 


Val 


Val 


Asp 


Leu 


Ala 


Lys 








20 










25 










30 




Glu 


Pro 


Cys 


Leu 


His 


Pro 


Leu 


Glu 


Pro 


Asp 


Glu 


Val 


Glu 


Tyr 


Glu 


Pro 






35 










40 










45 






Arg 


Gly 


Ser 


Arg 


Leu 


Leu 


Val 


Arg 


Gly 


Leu 


Gly 


Glu 


His 


Glu 


Met 


Asp 




50 










55 










60 








Glu 


Asp 


Glu 


Glu 


Asp 


Tyr 


Glu 


Ser 


Ser 


Ala 


Lys 


Leu 


Leu 


Gly 


Met 


Ser 


65 










70 










75 








80 


Phe 


Met 


Asn 


Arg 


Ser 


Ser 


Gly 


Leu 


Arg Asn 


Ser 


Ala 


Thr 


Gly 


Tyr 


Arg 



3 



ADY-001B 











85 










90 










95 




Gin 


Ser 


Pro 


Asp 
100 


Gly 


Thr 


Cys 


Ser 


Val 
105 


Pro 


Ser 


Ala 


Arg 


Thr 
110 


Leu 


Val 


He 


Cys 


Val 
115 


Phe 


Val 


lie 


Val 


Val 
120 


Ala 


Val 


Ser 


Val 


lie 
125 


Met 


Val 


He 


Tyr 


Leu 
130 


Leu 


Pro 


Arg 


Cys 


Thr 
135 


Phe 


Thr 


Lys 


Glu 


Gly 
140 


Cys 


His 


Lys 


Thr 


Asn 


Gin 


Ser 


Ala 


Glu 


Leu 


He 


Gin 


Pro 


He 


Ala 


Thr 


Asn 


Gly 


Lys 


Val 


145 










150 










155 










160 


Phe 


Pro 


Tro 


Ala 


Gin 
165 


He 


Arg 


Leu 


Pro 


Thr 
170 


Ala 


He 


He 


Pro 


Gin 
175 


Arg 


Tyr 


Glu 


Leu 


Ser 
180 


Leu 


His 


Pro 


Asn 


Leu 
185 


Thr 


Ser 


Met 


Thr 


Phe 
190 


Arg 


Gly 


Ser 


Val 


Thr 
1 95 


He 


Ser 


Leu 


Gin 


Ala 
200 


Leu 


Gin 


Asp 


Thr 


Arg 
205 


Asp 


lie 


He 


Leu 


His 
210 


Ser 


Thr 


Gly 


His 


Asn 
215 


He 


Ser 


Ser 


Val 


Thr 
220 


Phe 


Met 


Ser 


Ala 


Val 


Ser 


Ser 


Gin 


Glu 


Lys 


Gin 


Val 


Glu 


lie 


Leu 


Glu 


Tyr 


Pro 


Tyr 


His 


225 










230 










235 










2 4 0 


Glu 


Gin 


He 


Ala 


Val 
245 


Val 


Ala 


Pro 

C L. KJ 


Glu 


Qpv- 
£~ -J \J 


Leu 


i_i Li 


Thr 




Hi s 
9 S S 


Asn 


Tyr 


Thr 


Leu 


Lys 
260 


He 


Glu 


Tyr 


Ser 


Ala 
? s 


Asn 


He 


Ser 


Asn 


Ser 
27 0 


Tyr 


Tyr 


Gly 


Phe 


Tyr 
275 


Gly 


He 


Thr 


Tyr 


Thr 
280 


Asp 


Lys 


Ser 


Asn 


Glu 
285 


Lys 


Lys 


Asn 


Phe 


Ala 
290 


Ala 


Thr 


Gin 


Phe 


Glu 
2 95 


Pro 


Leu 


Ala 


Ala 


Arg 

j \j \j 


Ser 


Ala 


Phe 


Pro 


Cys 


Phe 


Asp 


Glu 


Pro 


Ala 


Phe 


Lys 


Ala 


Thr 


Phe 


lie 


lie 


Lys 


lie 


Thr 


305 










310 










ji j 










320 


Arg 


Asp 


Glu 


His 


Hi s 
32 5 


Thr 


Ala 


Leu 


Ser 


Asn 
330 


Met 


Pro 


Lys 


Lys 


Ser 
335 


Ser 


Val 


Pro 


Thr 


Glu 
34 0 


Glu 


Gly 


Leu 


He 


Gin 

s_> *i .J 


Asp 


Glu 


Phe 


Ser 


Glu 

O J \J 


Ser 


Val 


Lys 


Met 


Ser 
355 


Thr 


Tyr 


Leu 


Val 


Ala 
360 


Phe 


lie 


Val 


Gly 


Glu 


Met 


Arg 


Asn 


Leu 


Ser 
370 


Gin 


Asp 


Val 


Asn 


Gly 
37 5 


Thr 


Leu 


Val 


Ser 


Val 

J o u 


Tyr 


Ala 


Val 


Pro 


Glu 


Lys 


He 


Asp 


Gin 


Val 


Tyr 


His 


Ala 


Leu 


Asp 


Thr 


Thr 


Val 


Lys 


Leu 


385 










390 










395 










400 


Leu 


Glu 


Phe 


Tvr 


Gin 
405 


Asn 


Tvr 
i y i. 


Phe 


Glu 


He 
410 


Gin 


Tvr 


Pro 


Leu 


Lys 
415 


Lys 


Leu 


Asp 


Leu 


Val 
420 


Ala 


He 


Pro 


Asp 


Phe 
425 


Glu 


Ala 


Gly 


Ala 


Met 
430 


Glu 


Asn 


Trp 


Gly 


Leu 
435 


Leu 


Thr 


Phe 


Arg 


Glu 
440 


Glu 


Thr 


Leu 


Leu 


Tyr 
445 


Asp 


Asn 


Ala 


Thr 


Ser 
450 


Ser 


Val 


Ala 


Asp 


Arg 
455 


Lys 


Leu 


Val 


Thr 


Lys 
4 60 


lie 


lie 


Ala 


His 


Glu 


Leu 


Ala 


His 


Gin 


Trp 


Phe 


Gly 


Asn 


Leu 


Val 


Thr 


Met 


Gin 


Trp 


Trp 


4 65 










470 










47 5 










4 80 


Asn 


Asp 


Leu 


Trp 


Leu 
485 


Asn 


Glu 


Gly 


Phe 


Ala 
490 


Thr 


Phe 


Met 


Glu 


Tyr 
495 


Phe 


Ser 


Val 


Glu 


Lys 
500 


lie 


Phe 


Lys 


Glu 


Leu 
505 


Asn 


Ser 


Tyr 


Glu 


Asp 
510 


Phe 


Leu 


Asp 


Ala 


Arg 
515 


Phe 


Lys 


Thr 


Met 


Arg 
520 


Lys 


Asp 


Ser 


Leu 


Asn 
525 


Ser 


Ser 


His 


Pro 


He 
530 


Ser 


Ser 


Ser 


Val 


Gin 
535 


Ser 


Ser 


Glu 


Gin 


He 
540 


Glu 


Glu 


Met 


Phe 



4 



ADY-001B 



Asp 




Leu 


Ser 


Tvr 
i y i 


Phe 


Lys 


Gly 


Ala 


Ser 


Leu 


Leu 


Leu 


Met 


Leu 


Lys 


54 5 










550 










555 










560 




Twr 
iyr 


T.oi i 
-Lit: Li 


Q o T* 
O O 1 


ul Li 


nop 


Vol 

V Cl X 


rue 


Gin 


His 


Ala 


Tip 
X X c 


He 


Leu 


Tvr* 
i yx 


Leu 










565 










570 










575 




Hi q 
n -i o 


no 1 1 


Hi q 
nx o 


Cpr 


i yi 


Ala 


Al ^ 

nX ct 


Tl o 
lie 


Gin 


Ser 


Asp 


Asp 


Leu 


T rn 
up 


Asp 


Ser 








Sft 0 
o w 










Sft S 

O 










590 






Phe 


Asn 


Glu 


Val 


Thr 


Gly 


Lys 


Thr 


Leu 


Asp 


Val 


Lys 


Lys 


Met 


Met 


Lys 






595 










600 










605 








Thr 


Trn 


Thr 


Leu 


Gin 


Lys 


Gly 


Phe 


Pro 


Leu 


Val 


Thr 


Val 


Gin 


Arg 


Lys 




610 










615 










620 










Gly 


Thr 


Glu 


Leu 


Leu 


Leu 


Gin 


Gin 


Glu 


Arg 


Phe 


Phe 


Pro 


Ser 


Met 


Gin 


625 










630 










635 










640 


£ X U 


pi n 


Tip 

X X c: 


p 1 n 

*Ol 1 1 


A <=:n 

nop 


Cp r 


nop 


Th r 

i in 


o t: x 


Hi <=; 
n x o 


Leu 


Trn 
i xp 


His 


He 


Pro 


He 




















6S0 

U -J \J 










6SS 

O ~J -J 




^ o r 


T\/ r 

iyr 


val 


Th r 
l in 


Son 
no p 


Pl \/ 
uiy 


A rrr 
n i y 


Son 
no 11. 


Twr 

iyr 


Ser 


Pl n 

Ul u 


i yr 


Arg 


Ser 


Val 


Ser 








6 60 










66S 










67 0 






T .on 


lit; U 


nop 


J_j y o 


Lys 


OCX 


A <5 n 
nop 


V CiX 


T 1 o 
ixt; 


Asn 


T .Ol T 


Thr 


Glu 


Gin 


Val 


Gin 






67 S 










6ft n 










6ft R 

DO J 








i rp 


vdl 


Lys 


Vdl 


Asn 


Tnr 


Asn 


Mot- 


Th T 
1 llX 


pi w 
uiy 


Tyr 


iyr 


T 1 o 
X X o 


Vdl 


ni o 


T\/r 

i yr 




6 QO 




















1 u u 










Al ^ 
nX d 


Hi c: 


Asp 


Pl W 

ox y 


i rp 


Al A 
nl d 


A 1 ^ 

nl cl 


Leu 


Tl p 

x x c; 


Asn 


Pl n 

OX 11 


Leu 


ijy s 


A rrr 
nl y 


Bon 
no 1 1 


P rn 


7 0 R 










7 1 n 

/ 1U 










7 1 S 

/ X 










7 90 


Tyr 


vdl 


Leu 


Ser 


Asp 


Lys 


nop 


nl y 


7\ 1 -a 
nl d 


Asn 


Leu 


Tl o 
lie 


Asn 


Asn 


T 1 o 

11c 


Pho 










7 9 S 










7 ?n 
/ ou 










7 "3 R 




pi n 


L6U 


nX d 


<oi y 


Leu 


uiy 


T 

Lys 


Vdl 


Pro 


Leu 


Pl -n 
bill 


Mpf 


A 1 ^ 
nX d 


Pho 
it lltr 


Asp 


Leu 








7 ^ n 

/ ft U 










/ 4 -J 










7^0 






jl x e 


nop 


iyr 


Leu 


Arg 


Asn 


blu 


Th r 

i nr 


ill O 


Th r 
llll 


Al ;=» 
nX d 


XT 1 (J 


T 1 O 
11c 


Th r 
llll 


Pl n 

OlU 


A 1 a 
nX d 






7 R ^ 










7 6fl 










7 6^ 








XjS u 


Pho 

XT 1 1 C 


pi n 

ox 1 1 


Th r 


Asp 


Leu 


T 1 o 
lltr 


iyr 


A c? m 
noil 


L6U 


Toil 
lit: LI 


Pl 11 

\J x u 


Lys 


Leu 


Pl V 


His 




7 7 n 
/ / u 










7 7 S 










7 ft n 
/ o u 










Mot- 
Pier L 


/lop 


Leu 


do r 


JCl 


Arg 


Leu 


V dX 


Th r 
1 ill 


Arg 


Vdl 


Hi c: 
MX o 


Lys 


Leu 


LGU 


Pl n 

L3X11 


7 ft S 










7 QO 










7 Q S 










ft 00 


Aon 
noil 


p "I n 


Tip 
11c 


Olll 


uin 


PI n 

olil 


Thr- 


Trn 


Thr 
i in 


A cm 
nop 


Pl u 

Ol u 


Gly 


Thr 


Pro 


Ser 


Met 










QUO 










pin 

O 1 u 










ft! R 

O X _> 




Arg 


Glu 


T,pu 
XiC LI 


A rrr 
mi y 


Cpy- 
Oci 


Ala 


Leu 


Le u 


Glu 


Phe 


Ala 


Cys 


Ala 


His 


Ser 


Leu 








ft 9 o 

o ^ u 










ft 9 S 

O *L D 










830 






Glu 


Asn 


Cys 


Thr 


Thr 


Met 


Ala 


Thr 


Lys 


Leu 


Phe 


Asp 


Gly 


T rn 
i xp 


Met 


Ala 






ft ^ R 

O J J 










ft d 0 

04U 










8 45 








Ser 


Asn 


Gly 


Thr 


Gin 


Ser 


Leu 


Pro 


Thr 


Asp 


Val 


Met 


Thr 


Thr 


Val 


Phe 




ft SO 










ft S S 

O -J -J 










ft 60 
o y u 










Ly s 


Val 


Gly 


Ala 


Arg 


Thr 


Glu 


Lys 


Gly 


i ip 


Leu 


Phe 


Leu 


Phe 


Ser 


Met 


865 










87 0 










87 5 










880 


Tvt 


Ser 


Ser 


Met 


Gly 


Ser 


Glu 


Ala 


Glu 


Lys 


Asp 


Lys 


He 


Leu 


Glu 


Ala 










ftft s 

O O «J 










ft Q0 
o y u 










ft 




Lou. 


nx a 


O C 1 


Ocl 


Al p\ 

nl d 


A c; n 
nop 


Al ^ 

nx cl 


His 


Lys 


Leu 


Tvt 
i y x 


Trn 
x xp 


Leu 


Met 


Lys 


Ser 








qoo 










905 










910 






Ser 


Leu 


Asp 


Gly 


Asp 


He 


He 


Arg 


Thr 


Gin 


Lys 


Leu 


Ser 


Leu 


He 


He 






91 S 

_7 1 «J 










92 0 










925 








Arg 


Thr 


Val 


Glv 


Arg 


Gin 


Phe 


Pro 


Glv 


His 


Leu 


Leu 


Ala 


Trn 


Asp 


Phe 




930 










935 










940 










Val 


Lys 


Glu 


Asn 


Trp 


Asn 


Lys 


Leu 


Val 


His 


Lys 


Phe 


His 


Leu 


Gly 


Ser 


945 










950 










955 










960 


Tyr 


Thr 


He 


Gin 


Ser 


He 


Val 


Ala 


Gly 


Ser 


Thr 


His 


Leu 


Phe 


Ser 


Thr 










965 










970 










975 




Lys 


Thr 


His 


Leu 


Ser 


Glu 


Val 


Gin 


Glu 


Phe 


Phe 


Glu 


Asn 


Gin 


Ser 


Glu 








980 










985 










990 






Ala 


Thr 


Leu 


Gin 


Leu 


Arg 


Cys 


Val 


Gin 


Glu 


Ala 


Phe 


Glu 


Val 


He 


Glu 



ADY-001B 



995 1000 1005 

Leu Asn lie Gin Trp Met Ala Arg Asn Leu Lys Thr Leu Thr Leu Trp 
1010 1015 1020 

Leu 
1025 



<210> 3 
<211> 962 
<212> PRT 

<213> Homo sapiens 



<400> 3 

Met Asn Phe Leu 

1 

His Thr Glu Ala 
20 

Ser Thr Leu Leu 
35 

Leu Ser Lys Lys 
50 

Leu He His Val 
65 

Tyr Ala Leu Asp 

Glu Val Glu Glu 
100 

Phe Thr Glu He 
115 

Ser Leu Leu Glu 
130 

Leu Leu Thr Ser 
145 

He Leu Val Ser 

Asp Ser Arg Glu 
180 

Leu Thr Arg Ser 
195 

Ala Phe Glu Arg 
210 

Gly Gly He Val 
225 

Lys Asn Asn Asn 

Gin Arg Met Lys 
260 

Ser Ala Gin Lys 
27 5 

Val Leu Val Ser 
290 

Lys Ala Met Phe 
305 

Met Ala Thr Gly 

Val Ser Glu Val 
340 



Arg 


\j± y 


v a j. 


iYie l 


5 








Glu 


Thr 


He 


Gin 


Asp 


Asp 


Arg 


Arg 








a n 


Tyr 


Arg 


Leu 


LjJLU 






55 




Leu 


Gin 


Thr 


Asp 




70 






lie 


Leu 


Tyr 


Asn 


85 








Asn 


Ser 


Thr 


Arg 


IT lit: 


He 


Lys 


KJ± 11 








i on 

-L c. U 


ui U 


Phe 


Asp 








135 




L6U 


Leu 


Lys 


OX 1 1 




150 






Pro 


Met 


Gly 


Val 


165 








Val 


He 


Arg 


Asn 


Asn 


Gly Ala 


He 








200 


Leu 


Leu 


Asp 


He 






215 




Val 


Glu 


Asp 


Cys 




230 






Ser 


Asn 


Gin 


Asn 


245 








Pro 


Trp 


Phe 


Glu 


Val 


Thr 


Asn 


Leu 








280 


Pro 


Thr 


Asn 


Pro 






295 




Gin 


Cys 


Gly 


Leu 




310 






Val 


Pro 


Ala 


Asp 


325 








He 


Arg 


Gly 


Cys 



Gly Gly Gin Ser 
10 

Lys Leu Cys Asp 
25 

Asn Ala Val Arg 

Val Gly He Gin 
60 

Arg Ser Asp Ser 
75 

He He Ser Asn 
90 

Gin Ser Glu Asp 
105 

Gin Glu Asn Val 

His Val Arg Trp 
140 

Leu Gly Pro Gin 

155 

Ser Arg Leu Met 
170 

Asp Gly Val Leu 
185 

Gin Lys He Val 

He Ser Glu Glu 
220 

Leu He Leu Leu 
235 

Phe Phe Lys Glu 
250 

Val Gly Asp Glu 
265 

His Leu Met Leu 

Pro Gly Ala Thr 
300 

Leu Gin Gin Leu 
315 

lie Leu Thr Glu 
330 

Gin Val Asn Gin 
345 



A 1 a 
rtX ci 


o± y 


IT X vJ 


^Xll 






x D 




A rrt 


\Ta 1 
V ci X 


nJL d 


Q o r* 










Ala 
rtX ci 


Leu 


Lys 


Q o V 
OCX 


45 








Ala 


Met 


Glu 


His 


\3 X U 


Tip 

x x fc: 


lie 


biy 








80 


ksXU 




ii 


blU 






q c, 




Leu 


\jj-L y 


oei 


n n 




-L X U 






1 III. 


Leu 


L6U 


Leu 


125 








Pro 


Gly 


Val 


Lys 


Val 


Gin 


Gin 


He 








1 60 


Asp 


Leu 


Leu 


Ala 






175 




L6U 


J_ieu 


bin 


A~l ^ 




190 






Ala 


Phe 


Glu 


Asn 


205 








Gly 


Asn 


Ser 


Asp 


Gin 


Asn 


Leu 


Leu 








240 


Gly 


Ser 


Tyr 


He 






255 




Asn 


Ser 


Gly 


Trp 




270 






Gin 


Leu 


Val 


Arg 


285 








Ser 


Ser 


Cys 


Gin 


Cys 


Thr 


lie 


Leu 








320 


Thr 


lie 


Asn 


Thr 






335 




Asp 


Tyr 


Phe 


Ala 




350 







6 



ADY-001B 



Ser 


Val 


Asn 


Ala 


Pro 


Ser 


Asn 


Pro 


Pro 


Arg 


Pro 


Ala 


He 


Val 


Val 


Leu 






355 










360 










365 








Leu 


Met 


Ser 


Met 


Val 


Asn 


Glu 


Arg 


Gin 


Pro 


Phe 


Val 


Leu 


Arg 


Cys 


Ala 




370 










375 










380 










Val 


Leu 


Tyr 


Cys 


Phe 


Gin 


Cys 


Phe 


Leu 


Tyr 


Lys 


Asn 


Gin 


Lys 


Gly 


Gin 


385 










390 










395 










400 


Gly 


Glu 


He 


Val 


Ser 


Thr 


Leu 


Leu 


Pro 


Ser 


Thr 


lie 


Asp 


Ala 


Thr 


Gly 










405 










410 










415 




Asn 


Ser 


Val 


Ser 


Ala 


Gly 


Gin 


Leu 


Leu 


Cys 


Gly 


Gly 


Leu 


Phe 


Ser 


Thr 








420 










425 










430 






Asp 


Ser 


Leu 


Ser 


Asn 


Trp 


Cys 


Ala 


Ala 


Val 


Ala 


Leu 


Ala 


His 


Ala 


Leu 






435 










440 










445 








Gin 


Glu 


Asn 


Ala 


Thr 


Gin 


Lys 


Glu 


Gin 


Leu 


Leu 


Ara 


Val 


Gin 


Leu 


Ala 




450 










455 










460 










Thr 


Ser 


He 


Gly 


Asn 


Pro 


Pro 


Val 


Ser 


Leu 


Leu 


Gin 


Gin 


Cvs 


Thr 


Asn 


465 










470 










475 










480 


He 


Leu 


Ser 


Gin 


Gly 


Ser 


Lys 


He 


Gin 


Thr 


Arq 


Val 


Gly 


Leu 


Leu 


Met 










485 










490 










495 




Leu 


Leu 


Cys 


Thr 


Trp 


Leu 


Ser 


Asn 


Cys 


Pro 


He 


Ala 


Val 


Thr 


His 


Phe 








500 










505 










510 






Leu 


His 


Asn 


Ser 


Ala 


Asn 


Val 


Pro 


Phe 


Leu 


Thr 


Gly 


Gin 


He 


Ala 


Glu 






515 










520 










525 








Asn 


Leu 


Gly 


Glu 


Glu 


Glu 


Gin 


Leu 


Val 


Gin 


Gly 


Leu 


Cys 


Ala 


Leu 


Leu 




530 










535 










540 










Leu 


Gly 


He 


Ser 


He 


Tyr 


Phe 


Asn 


Asp 


Asn 


Ser 


Leu 


Glu 


Ser 


Tvr 


Met 


545 










550 










555 










560 


Lys 


Glu 


Lys 


Leu 


Lys 


Gin 


Leu 


He 


Glu 


Lys 


Arg 


He 


Gly 


Lvs 


Glu 


Asn 










565 










570 










57 5 




Phe 


He 


Glu 


Lys 


Leu 


Gly 


Phe 


He 


Ser 


Lys 


His 


Glu 


Leu 


Tvr 


Ser 


Arg 








580 










585 










590 






Ala 


Ser 


Gin 


Lys 


Pro 


Gin 


Pro 


Asn 


Phe 


Pro 


Ser 


Pro 


Glu 


Tvr 


Met 


He 






595 










600 










605 








Phe 


Asp 


His 


Glu 


Phe 


Thr 


Lys 


Leu 


Val 


Lys 


Glu 


Leu 


Glu 


Gly 


Val 


He 




610 










615 










620 










Thr 


Lys 


Ala 


He 


Tvr 


Lys 


Ser 


Ser 


Glu 


Glu 


Asp 


Lys 


Lvs 


Glu 


Glu 


Glu 


625 










630 










635 










640 


Val 


Lys 


Lys 


Thr 


Leu 


Glu 


Gin 


His 


Asp 


Asn 


He 


Val 


Thr 


His 


Tyr 


Lys 










645 










650 










655 




Asn 


Met 


He 


Arg 


Glu 


Gin 


Asp 


Leu 


Gin 


Leu 


Glu 


Glu 


Leu 


Arg 


Gin 


Gin 








660 










665 










670 






Val 


Ser 


Thr 


Leu 


Lys 


Cys 


Gin 


Asn 


Glu 


Gin 


Leu 


Gin 


Thr 


Ala 


Val 


Thr 






675 










680 










685 








Gin 


Gin 


Val 


Ser 


Gin 


He 


Gin 


Gin 


His 


Lys 


Asp 


Gin 


Tyr 


Asn 


Leu 


Leu 




690 










695 










700 










Lys 


He 


Gin 


Leu 


Gly 


Lys 


Asp 


Asn 


Gin 


His 


Gin 


Gly 


Ser 


Tyr 


Ser 


Glu 


705 










710 










715 










720 


Gly Ala 


Gin 


Met 


Asn 


Gly 


He 


Gin 


Pro 


Glu 


Glu 


lie 


Gly 


Arq 


Leu 


Arg 










725 










730 










735 




Glu 


Glu 


He 


Glu 


Glu 


Leu 


Lys 


Arg 


Asn 


Gin 


Glu 


Leu 


Leu 


Gin 


Ser 


Gin 








740 










745 










750 






Leu 


Thr 


Glu 


Lys 


Asp 


Ser 


Met 


He 


Glu 


Asn 


Met 


Lys 


Ser 


Ser 


Gin 


Thr 






755 










760 










765 








Ser 


Gly 


Thr 


Asn 


Glu 


Gin 


Ser 


Ser 


Ala 


He 


Val 


Ser 


Ala 


Arg 


Asp 


Ser 




770 










775 










780 










Glu 


Gin 


Val 


Ala 


Glu 


Leu 


Lys 


Gin 


Glu 


Leu 


Ala 


Thr 


Leu 


Lys 


Ser 


Gin 


785 










790 










795 










800 


Leu 


Asn 


Ser 


Gin 


Ser 


Val 


Glu 


He 


Thr 


Lys 


Leu 


Gin 


Thr 


Glu 


Lys 


Gin 



7 



ADY-001B 



805 

Glu Leu Leu Gin Lys 
820 

Gly Glu Thr Glu Thr 
835 

Arg Leu Ser Ala Leu 
850 

Lys Ala Leu Ser Glu 
865 

Ser Asn Ser Thr lie 
885 

Leu Glu lie Thr Asp 
900 

Leu Ala Asp Gin Asp 
915 

Asp Leu Gly His Pro 
930 

Gin Glu Asp Glu Asp 
945 

His He 



810 

Thr Glu Ala Phe Ala Lys 
825 

He He Ala Thr Lys Thr 
840 

Leu Gin Glu Thr Lys Glu 
855 

Glu Arg Thr Ala He Lys 
870 875 
Ala He Leu Gin Thr Glu 
890 

Ser Lys Lys Glu Gin Asp 
905 

Gin Lys He Leu Ser Leu 
920 

Val Glu Glu Glu Asp Glu 
935 

Asp Glu Ser Glu Asp Pro 
950 955 



815 

Ser Val Glu Val Gin 
830 

Thr Asp Val Glu Gly 
'845 

Leu Lys Asn Glu He 
8 60 

Glu Gin Leu Asp Ser 
880 

Lys Asp Lys Leu Glu 
895 

Asp Leu Leu Val Leu 
910 

Lys Asn Lys Leu Lys 
925 

Leu Glu Ser Gly Asp 
940 

Gly Lys Asp Leu Asp 
960 



8 



